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1 ] J£* T 0 (a) ~ (d) J: tj $ p, % # y A # g q 

(b) sb^j##: i iB«g©r ^ y mmmz&^x imv< imm<?>y$smtfx& : 

(c) ram* : 2 mmommmfrb & & # u * * i/*-^ k £ * i> y > x > js 

(d) MB^J##:lSH«g©T^/miB3«Ji:, 6 0 %0D^tt^f §7^ JWOm 

C»*3C5] £wf^ i£MH^:, &m&. £fcU&M&<D^ffi^ &W..£tc 
[»#£7] ^ffi^:, £fcl*fom&<D¥ffis Bfc^, 

imjKDmm&mm] 

[0 0 0 1] 
[0 0 0 2] 
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mm<D-mfcmm&&mmwosicwsm&mmmxos(&mm); Bredt and 

Snyder, Proc. Natl. Acad. Sci.USA 87: 682-5 (1990); Janssens et al., J 
. Biol. Chem.. 267: 22964 (1992); Lyons et al., J.Biol. Chem. 267: 6370-4 

(1992)) fc j: y jkmftJfcms&frbTJVif—y&mgit LXL-t/hjvvytmzm 

M;Mfii(N0) (Moncada and Higgs, Eur. J. Clin. Invest. 21 (4): 

361-74 (i99i))i*j&jMf*, nm&&&ft&fttz&\ l \Tn*tomm&m®m%: 

ffie>*yiZ>^-#^?&£(Grifflth et al., J. Am. Coll. Cardiol 12: 7 
97-806 (1998)) D NOte, (l)-jfa#»A*tt&^Lfejfll«K» (Tanner et al., Cir 
culation 83: 2012-20 (1991)), (2)jfcf ^HGf ffll^^ffi (Garg and Hassid, J 
. Clin. Invest. 83: 1774-7 (1989)), (3)#T K V± U V >#ftfCfeW 

«Jfit*ifc«©ifcrt\ (4)#fi|MS5B, (5)#igeiftItLt©#M, (6)ffi«© 
ftfttt&fttfAJBftyE, (7)^^n7T-^»**JcJ:S*Bf^M, (8)J$fliRj3 
<BJiB}^e>(Z>>f yt/=uV >^m(Life Science 49: L213-7 (1991)), (9)|g^(Gas 
toloenterology 103: 1260-6 (1992)), (10)jfiUjN#*&BB#ftsM(Rad<mski et a 
1., Proc. Natl. Acad. Sci. USA 87: 5193-7 (1990))^\GDK##fg££ tlT 
V*S. N0&, i£Mfit^tCfeV%Tt»#>ir^i&M^ • NO^ 

[0 0 0 3] 

n 

L-NAME (N -Nitro-L-arginine methyl ester, hydrochloride)^, /£<jgVN£> 
JlTV^cNOS&tMNOS&lfiWf *N0#*KWffTf*S. ^ y h^©L-NAME©»ftK 

h l-name©#^ e> mm&> & k _t# £ ^jfit* ©^ffi«j»5ntagfli 

/7^n7 7-«I, MCP-l©ifatI, NF-KB$Stt©-t*M90#£B, £6>{C4ai 
3fc», 7 > > S/ > 1 1 (AngI I) £ % &MCP-1©#JB *fflfcJ? £ Zl £ tC «fc y 



ffiSE# 2003-3031662 




2002—255442 



[0 0 0 4] 

Mltfevnm&K. «fc 5 % <d v& £ 0 r * ^ >m#&teRhofc «fc y ft*' 3 

*****3eAfcLTII*3*i, MftCDflBttl*®**, *Tlft|im®Syat*&^r 

GTP|»^9(Z}f5ttaRho^ WCDJiyT«©X7x^*-^^fcfp 
m^-S 0 #>^^*U>»fi:»*T»*Mio|9^^-^(BiHH.asaociated coile 
d forming protein kinase; ROCK)**, 3©RhoTMx 7 ^ ^ # -<z>-oT&* 0 

b»k: j: *r^^ mmmm^mmicm^^mm. tit 

[0 0 0 5] 

BOCKtt, 3^*160K©-fe y > . * y >*fl;**T.fce. HBmic^^ 

— l?K^-f>t,.ifi*»K:a-fA/K- a4/b*jftff*, fit, GSttlORite 

^^>#«fe«WbTV^3fc^JrwjUTV^(M.Maek8i« et al., Science 285 
: 895-8 (1998)). *CD-o*C, 5^i/>«y >^«ft**|gttftU S*>fC 

+ £g|#© y >WWft«C#|f fe*,,*. ISttfcIC J: y^ttttEraCEzrin/Radixin 
/Moesin) # * U 7 * * > ®*MR^©**#«*3 ft* . 

[0 0 0 6] 
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n«##anR)»«»fcj:y««a±c»«^««rfcft*#bT*fc. 

[0 0 0 7] 

>&(Swaroop et al., Nucleic Acids Res. 19: 1954 (1991)#flfQ iZ <fe S^tftg 

T V % § ±^12kb©ff ffi&teZ' £ cDNA^ -f U - CD * # y - .=. > ^ £ £ y 
b£„ #£*l£$r^lit&-?£LACS(L-NAME related ActinCytoSkeletal protein) 

[0 0 0 8] 
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fcmm?&mm*>rt?%tT*&2>zL£&j*tsfrfc a lacs nmkit&momikm. • 

'M^^e-x^ifr^CL-NAME^y K AngH infusion^ yj., BtrlfaH: © #t^$E ^ y 

> ^(D^MtlJ— XA(CAngII-ATlRM5!&, Rho/R0CK^i^K# LT 3 

T?^>yTj Si-(DUm(reorganization)lzm&LX^2>i:^x.t>tltc. 0 _t£& 
O&oteTy VytT-yi/y (knell) ^ Phenyl ephrine % m> ff-fe U >-l^{C J: £mR 
NA^ig^itM;^ LACS?g^©^^< £ fc — $5#G# > jffti&M ~J£< 

[0 0 0 9] 

izzvmm'mmMxmm&mu-tzmfc^x&vx, zzizTt^ym&mm 
izmm*zz£tfmm2ft&*yrt?Kz^~F?zmmfc*n. &m 

(1) J^T©(a)~(d) ^y^^tlS^^A'^^ 

(c) SB^J##: 2|Ba©SS»J^&^SjJ<U * ^ l/^ h*£x j> U yi?*y h 

(d) @b^j##: iias<z>r^ ymiB^a, 6 o%©^iBie$:^*r<5r^ jmmn 

It^tiZyAtm. 

(2) (1) ffi«©*>/^jgt, *fett^CD-»S:=i- K"T«jKU51^1/^ 

(3) IS?IJ##: 2ffi«©*3£Hi^jS : ^t J , ( 2 ) Ba«©#y * * l/tf* K, 
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(4) (i) mm<D*>rt#wz:<£t$&m* 

(5) AB*, J^i*jMtt®?& **. ftfettMCKM 

v>e>*is (4) sB«©gm> 

(6) (2) ffi«0jKy 3? b^-^ K£-grtfE^, 

(7) j^m^ fom&s *fctti&iaat©^i»,-*#, *^»««icm 
v^ns (6) gB4B<z>is& &*«-r*fecDT?&s. 

[0 0 10] 

§tlS 0 LACS cDNA©^@B^J5:®B^J##:2{C. J: y?ft 3 fteltcD 

NAtci: y n- K3*i*ucs* >/^^©yi* ./mBSTfefigft**: l ic^t\ 

[0011] 

T-£S 0 UTC*:/***©*** (373kDa) , fttfT 

*t5v*T, ^»<0*>A^K»«a^| C J:y»»^ ft - i:% ,Br| B7f ^ SB LACS ^ 

>^^Ktt#*^3S»iWJfi^&©^^L-NAME|R#t J: »J^T*t5ii:^P,, L- 

7 ^-^~ ***** i«ffl)fn7h^7Y- Rg^&i© 

tmm&MmK*y*m. mm^mx^^>(ed. Marshak et al., Strategies fo 
r Protein Purification and Characterization: A Laboratory Course Manual, 
Cold Spring Harbor Press (1996) #flg)o 
[0 0 12] 

$ e> -©i: e> &BB#r## : i mm<D r^j mmm &#t? # > a ^ icjc 
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[0 0 13] 

- -> BfcBwr* e> & s # * k & n - K-r * >k y * * u*+ k 

thXit. WZ.lt* fflGLmmm$zmm$%m(ed. Ausubel et al., Current Proto 
cols in Molecular Biology, publish. John Wiley & Sons, section 8.1-8.5 ( 
1987)) Z<DX*>Kttt<tl1t*>X9X%*1t&mKK 

[0 0 14] 

"t?Li&#/ft^0cDNA^-f A^-f ^ y >ry #>f 1?-*/ 

3>&(ed. Ausubel et al., Current Protocols in Molecular Biology, publi 
sh. John Wiley & Sons, section 6.3-6.4 (1987)) fc «fc y X * y - n > ? 

ftTT?/w^y^X'T*>Ky5tiri/^Kj £v^sa*u*, z.a>x5*#vx 
^^*^K©»*aftA^^y^x«c#6n*%»©K:R)fe^*rfc&*BB 
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tt»fcL;fc&#*e*y, «a.tfixssc o.i%sds, 37r (fc-sv^ss-c) 

[0 0 15] 

±, m^L<\t7Q%& i ± > S&JC».*L<tt80%J6<±, *»J-Ji#*U<H:90% 
£(_t, f LTft^t U<te95%JgU: 96, 97, 98, 99%J^±) oftft 

j^©»ttw*»«jiaatt)p^>f^'y^>f«-s/ a >& poisKed. Ausube 

1 et al. f Current Protocols in Molecular Biology, publish. John Wiley & 
Sons, section 6.1-6.4 (1987))^{C £ y #5 » £ £„ *&l£cz>:fB|3tttt 
, T;i/rfy XABLAST(Karlin and Altschul, Proc. Natl. Acad. Sci. USA 90: 
5873-7 U993)nc<fcy&££*i5 0 BLASTr^/dTy XAtC36r5V%TU»Stl&BLA 
STX(Altschul et al., J. Mol. Biol. 215: 403-10 (1990))^© :7 a ^ 
*>*lT^S 0 Ji#l&&|?#r#^COVNTi£, http://www.ncbi.nlm.nih.gov. 

[0 0 1 6] 

I»abtfi»J, N0^Pl^L-NAME©|g#{C J: y A»jSffifCfcV\T$BSi<Z>_h 

Mtffc, m^>7^ 0 ^^©-^$:^v^T'«^^^cJ:y#^i-s- ( i:^ 
NOS©»3K*fett»tt«Tf|c*y||jasn*^©»W&^*fc^*0t#©fP« 
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* LV% 0 fcl h EfJ3fctf>LACS# Z/rttmt. *$&m<Z>LkCS# y A ? K&tHtfc^CDSB 

£ 3 £&cj:y#.5 3 

[0 0 17] 

m&y^ jmmmfrhi&zzyrtvm.tmmnmmitm'S'&i mt. rt^yo 

•9 &@5#f#-i§-: lfiB^OT ^ ^ MB^Jvfr & £LACS# ? M H m^<DmiS^^T 

h xn h n s * y /1 * a fc-^ %> © ^ & § „ 

[0 0 1 8] 

K#H&$*l£ 0 «H(Z)J:e)^7KU 1/^ cDNA, y^ADN 

a. mRNA, mxfK. fc^mmk&mM^tf^&tiz. ^mno>^yA^^<D— 
-F*?z>i&mmm±®. itfriz^n-mzmz-fu—?, ^^^^r-^^mh 

, M^'J^f-S/a>S> PCR^©M^l^{cSt5VNT^a*©*^ 

, »FX *Fifc3K>Sr#5t?)©#in^K:j:y^35Lfcy, 
^OTffij&A'ilCflftOaK'U^^K&n- Kf SjKU 2* K£3i8£bfc 



ffiSE# 2003-3031662 



#2 002 — 255442 



[0 0 19] 



< &80%j£A_t, $ & jc^^ h < &90%JS*_t, «fc y -jf#£ b < ti95%j^_hcD=mim 

[0 0 2 0] 

J»^#*f&*i«. «««HJei:UTtt^:J»»S:«v%s*««^<^ie,*iTvxs. 
ffl&^ilbfe^OD^n^E-^-ilbT^ ftfiLlilacZ^n^-dt-CBard et 
al., Nature 341: 544-6 (1998)), ara:/n ^E— # — (Better et al., Science 
240: 1041-3 (1988))##tf e>2lS„ *»9!©4f.>^^«S:^:»SfS:1&^i: It 

*fcM^w#«&*c*y«3a'r«t&^, *y^9 
x a ^ © g£ s «rt g k -t & v r-f-jimm & tfM •? & r t. utm * l v * . */ ^;v@a 

#I£bT&> pelBS/^;i/i3^J(Lei et al., J. Bacteriol. 169: 4379 (1987)) 

b^y^y^^—^MB^ 
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[0 0 2 1 ] 

****#*£fc%W***(JiiliMi et al., Eur. J. Immunol. 23 : 131-8 ( 
1994)). m%mmmmHLX^ BHK, CHO, COS, HeLa, Un-?, 3T3*#& 
SoW^IMilbta, T7y*y^3{fx^|p#jttJft(VAlle et al., Mature 
291: 358-40 (1881))«C»6ftTfiU, JoflUMfc LTttSf* Sf21, 
*n»&«. mmLfc<?Z-l^ U >M#;t,^Ai£(ViroIogy 52: 456-67 (19 
73)), IW hsK~2/a>^(EMB0 J. 1: 841-5 (1982))^<D^©^ic«fc V 

[0 0 2 2] 

*M&&«MLT:fc$lH»© in vivol?jg££i*3 

SCLubon, Biotehnol. Annu. Rev. 4: 1-54 (1998)#M)o ittltlt V*/ 

, tyj?, -V^(Ebert et al., Bio/Technology 12: 699-702 (1994))^ 
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#T£<£> (Susumu et al., Nature 315: 592-4 (1985)), 
[0 0 2 3] 

mzmm**yji* mmmmm s ^mm ht=.^^ & * z\ t 

[0 0 2 4] 

n~^;i/Jn;#(Milstein et al., Nature 305 : 537-40 (1983) 

&%<DX'&2> a *ttw<D*yrt#mztt?z>7Hv *u-+frffim*. «*.«, * 

K-^&CKohler and Milstein, Nature 256: 495 (1975)){C J; y£?5in*g5 0 
[0 0 2 5] 

Z> 0 Fab, Fab' , F(ab' )2RtfFvmftmfimtT Wb£l£$Ut&F-<D/1A 

^yMMzzym^zi&mKv&z. m&o^ -?yy m-it tc j: o t f( 

ab' )2W#*#6*i*. *©«<Dtt*W^i: LTtt, *4T*?4 -(Hoi liner 
et al., Proc. Natl. Acad. Sci. USA 90: 6444-8 (1993)), Hftgtfk scFV© 
<fce>^— #^fr$C(Plucktun, "The Pharmacology of Monoclonal Antibody", Vo 
1. 113, ed. Rosenburg and Moore, Springer Verlag, pp. 269-315 (1994)), # 
#JI'!$^(LeDoussal et al., Int. J. Cancer Suppl. 7: 58-62 (1992); Paul 
us, Behring Inst. Mitt. 78: 118-32 (1985); Millstein and Cuello, Nature 
305: 537-9 (1983); Zimmermann, Rev. Physiol. Biochem. Pharmacol. 105: 17 
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6-260 (1986); Van Dijk et al., Int. J. Cancer 43: 944-9 (1989))^*^^ 

j: tj&gg'? Z. (ed. Harlow and David Lane* Antibodies: A Labora 

tory Manual, Cold Spring Harbor Laboratory (1988)) 0 
[0 0 2 6] 

&$&m<D*yrt>?mt. ^mm^mmcmmi^^ ^^m^<^mm^miz^ 
oT*t#Hfs£«K 4>^£> fom±* &m&* fotis&UHDfom&ay^ffi 

*yrt*;m.*:iMM. &mT*mmizm&-*z>i&M £tfB 

©»ffl&fc*y»fflteLTJBVNT=fe.fcV\, •£©<}: 3 &:£2££LTt±, pb 

*i«56*ffl, mmm> utmm. &wm, mmm. m&m. m&m. %im. mm 
mwkffl. 3r«&, mtm. mmmmm^^mmi,x%^o mfczmm-rz 

[0 0 2 7] 

^i/fe*^)"c-HSfey, ji^i/tg-iog. b<iiio/ig~ig> j:y#*u 

<«100^g— lOOmgCDa-^^^-p^^^^^tlSo t bM^tiA© 

[0 0 2 8] 
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a«B©*>/t*JCfc#&HateH4Wcj&*£, ,MB*, a**, AIM, MB®. 

it. mm&mmmit& mstm^mm^<D^mm<D^m. 

[0 0 2 9] 

AM»mfmtt, ^±?±(i997) ; Bttts&tem&g&m* mts&mmmn 

m&/\> K:/y*„ • ^-f - • m^(i999)) 0 
C 0 0.3 0 ] 

* * - *« **T, £*T© J: e> fc^MBK: J: y g Mr3t«nP- *ftMft0£MK: 

>WL-*})\stsVU&mm, DEAE-^^ «/h#^:**&#^fcDNACDlg[ 

^n-^ % ftftSUjKy- A (internal type liposome) jc<fc S^tte^A^, 
#«^CSUjKV- A (electrostatic type 1 iposome) }C J; § 1^#AS, HVJ- 

yaKv-ASs, *aMHVj-y^y-Aj56(HVj-AVEyaKy-Aas), u-fey*-^ 

^^©*ffiKiJ:yjffiil^»3K/<^*-&«rffiftK:^ya*-&S^4:««^#« 0 
[0 0 3 1] 

HV J- u * v - a » hi sc-mbi * # e> n & y # y - a * jc dna & m a l 

, S6Ci©yjKy-A&^»ttftbfe*>^9>f^(HeMgglutii»tliig vi 
rus of Japan; HVJ) £ &»^3ii:fc%©T?i&<5. MJRHVJ-y #y- Ajgfcft*© 



1 4 
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TJ£, Mffftftg* IT«^^(D^^J (¥±*±(1996)), MffME^ r 
*&»AHramJt*iftj (¥±*±(1997)), J. Clin. Invest. 93: 1458-64 
(1994). Am. J. Physiol. 271: R1212-20 (1996)^JC#L <M^£>*lTVN& 0 £ 
fcHVJU ;tfy — Molecular Medicine 30: 1440-8 (1993), H 

gfcg^ 12: 1822-6 (1994), 42: 1806-13 (1997)«|CflB* 

©^fttTf**;, ^*b<ttGirculation 92(Su PP l, II): 479-82 (1995) fcffi« 

[0 0 3 2] 

», *4»xt. ftm* ommm *&i%mb* * ^ * ic * y * ~ ^ 

(#^2001-286282^#g) o 
[0 0 3 3] 

i^hn^;^, htftf-oi/x, nnt^^M, ^^tf^-r^x, 
y*x*-f;i/X, ^M^^^^, ^ aQ ^>f^, ^ak^^^^x^cd 

Jtl/Tte, Hasan M.K. £>(J. General Virol. 78: 2813-20 (1997)), £ fete Yon 
emitsu Y.e,(Nature Biotech. 18: 970-3 (2000))^iC<fc y ##$tlT ^2>MM 
^.M<DHVJ&M V> -5 3 £ % 7? £ § „ 
[0 0 3 4] 

-«ic, HVj-u^y-A^^HVj-^>/sin-y^{cfeVATMVA5>HVJi:LT 

tt»UTCCJ:»;AW*)««#*bV^, «*»Ctt«©HVJ*(«ittt, ATCC VR 
-907WCC VR-105*)fc«v**ci4:#T?as. *&. ^^i>^ D -^S:l 



ffiIE# 2003-3031662 



#2002—255442 



£.&-V%Z>&W&®MZ.LXl*. m?LlZ, >T^^^;H2S/F, Triton X-100, CH 
APS. NP-40^#^e>tl-5„ Z.<D£5KLTmmznt~y'( JbT.ZLyKu-'JK 

[0 0 3 5] 

fc£pCAGGS(Gene 108: 193-200 (1991)), pBK-CMV, pcDNA3.1(Invitrogen) % pZeoS 
V(Stratagene)^0|§^/<^ # - Z\ £#T?^£ 0 

[0 0 3 6] 

fei/Nn^-r;bx. y^V^;^ TrsmftV'Ov^ 

>ifx^-r;i/x, i?-f;i/x. SV40. ^,^^^-r;i/x(Hiv)^<z)DNA^ 

;b^^fe{*RNA^7 (Pharmacol. Ther. 80: 35-47 (1998); Front. Biosci 
. 4: E26-33 (1999); J. Recep. Signal. Transduct. Res. 19: 673-86#flg) iC 

[0 0 3 7] 

, 1994*£4J? #: 20-45 ; ^ffj^ 36(1): 23-48 (1994) ^ifc^if ffj 12(15): ( 
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1994) ; B*ftfi&$*9*£flf m4K*mmwmMv\> . ^ - 

•X^(1999))„ *»Weti, in vivo&##Jc#£LV^ 
[0 0 3 8] 

(Dmmm. sa***. ^s^ct?^ 

[0 0 3 9] 

A(#«60kf4:bfe»*)T?-HSfcy, a»i/»g-io«, 0£L<ttio#g~ig, 

[0 04 0] 
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[0 0 4 1] 

»fl}iW©^^^|f, mRNA Purification Kit (Pharmacia); QuickPrep 
mRNA Purification Kit (Pharmacia)^) fcfffJBTfg*. 
^^(Chirgwin et al., Biiochemistry 18: 5294-9 (1979)), AGPC& (Chomczy 
nski and Sacchi, Anal. Biochem. 162: 156-9 (1987))«<Z)j||RNA||»»^|f At 

»9ek:ov^tw^«»^, *©»ai/*obttaMk ^©^{cs^fe-r^u 

, ^Uir^T^t: K-S-y >WM**»*(GAPDH)^j:<«v^6*ia)©»39l 
[0 0 4 2] 

©LACS* > /t * KfttftJUSgfi? Aifil**<Z>&A iZ% f § gHH 4: & 

e.tc; LACS*>y^«ttNO^*|HWl*fettlB*ttT=r=^ KO«#C»tbt 
S*!**®******-*. tot, LACS*>^^*K:*fLT«^*ft^*tt 

T 
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#2 0 0 2-2 5 5 4 4 2 

»-r«*±IBJft, *fca^«5JBg©^%^^$-e:, #*&«5!©*>^*fti:« 
[0 0 4 3] 

[0 044] 

> y * * an*, lacs * > si * ft cdm & rag * & s am 

i*> ^ito**©««K:*ff *B*fc<ft»;#e. zK&j^fc;** y la 
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[0 0 4 5] 

LACS^^&^-rSjjSBJ^JC^T, LACS^^CD±^<3D^iff^HB 

#i ic i/ # - # - & #i&nrti ic£j@ $ i± ^ * # - &c £ y j^g^m s n 
y «y mu a^fe utf- # -aie^cDjtajc^WBriBtcjatiea n« «t e> jc* n 

-->^f§ 0 b>K-#-3tte^£ bT&, CAT (chloramphenicol acetyltransf 
erase) jftte^N lacZ3tfc^\ /I/ £/ 7 x 9 - ifjtte^K GFP(Green Fluorescent Pr 
otein)3tte^K J&^)\/^ymfc*mtf@m-Zft&o #e>tl^LACS5t^CD|g^ 

[0 0 4 6] 

&fc> Iacz»£-?&^M^ -5 &te^^®>£<&&§gft^©S8£8!& 
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&<k&®, mmt&m, mmit&m, mm- ^mm^r^tmmm^y^^n. * 
^^r^m^zf^ ™&®tfmif<oti, $ ^izmm<D^m^ti^m^ 

m<D#v«zf*\?nm&L&v, mmm±izmm^t^mm^ti,xmm^ zz\ 
t^xaz. z.nbvwLmt&miz&mzj&v, mmmrn. n%mmmiz£vm 

[0 0 4 8] 

*i &i» &m&m xmm izn^xm^^mmt-t-^^t^x^^^ 
i&mzj&v, mm<DmMmzfe^TmmtLxm^2>z}i%*smx$>2> 0 it&® 

[0 04 9] 
[HSMM] 
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[HMM 1 ] Subtract i ve ftybr i d i zat i on (SSH) tC<fc£ Mfc^-MM 

&^Mmm<Dfomfr*>RM*ffim U h ^ * */ a <fc y L-NAMEg*T?38^ 

*«3t3iUTV>ScDNA©^n-n>^{cfl|v\fc 0 *<o'lif*, ff«*e^LACS(L-NAM 
E related Act inCytoSkeletal protein) CDMtfCJ^r b ^tfe^iCO VMT, 
^M^T*(DmRNA^$r Northern blot^^gtf LfetIS, L-NAME&#fr£>l~ 

*j£< £T*Hi^bfco ££JC, ^HiJ^^<Z)TOlCfe^SmRNA|g^=fo Northern bio 
tffiJCfcyfcStbfc. ^tf>MJH, ^«Xt5#«»K:^W<5LACS ■RNA©»35Ja««* 

atife. lacs ^A©»^^f»ii«ia^^&tis» t««fltfgsti 

[0 0 5 0] 

mmm 2 j &rcdna<pjmi 

cDNA^ -f ^ y - & flsjft b , X * y - n > y lc J: y LACS & n - F ** S ^^cDNA 
§:#IIL/fea ^#;iftlC&. ^y^^^^f V-&;gV\ L-NAME^#^10 g<Z)WKY 
5>>y h^e>#fepoly RNA J: y X ZAPII cDNA^>f y - bfc 0 $&V%TLACS 

kb^cDNA&LACSite^f-il LTftffbfe. ABI PRISM 310 DNA Sequencer (AB I /Perk 
in Elmer)tCj;y, ^cDNA©SB^^ £?To fc„ »&tlfe*aiaiWfeBIW##:l 

fC*tfH#J###U SH3(Src^r-^- if^T^ U -lCj| £ tlSJf^OT ^ -/ 6> 

& z> *b rattauao § k * >f > , 10 r ^ ; m^^oD ^nu^sicf 

[0 0 5 1] 

immm 3 j j^g^xik^Hi^ & w & mRNAgg^ 

Angll infusion rat(osmotic pump: 0.7mg/kg/day)M^^4iii^S.tJ t 24iii&CDS 
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HR<Z>4MMUK*£V*fe. ATlRy>#rf-* MARB)&tftl ff 9 S?>(Hyd) Sr^ffi^J 

/kg/ day; Hyd, 12 mg/kg/day) „ 

AngH infusion ratT'tt, AngII«^&30|feK:ttLACS©»33J««J: 

«»fK:fe^«RAs*©mefl:K:j:»jucs ■BNA<z>*&3K#jtfK3ti«i?r 

fcttfeS*****©-***-. *rT?Mdi«6K:fiv^T, Ai«im«icj:««rAfS* 

[0 0 5 2] 

[^ifeW 4 ] LACS»s/rt gyros** 

(2) **ibtt«MI ic & ^ -5 

^KK^flFUNtt^Western blot^iC«fc y ff^fc £ - 5, L ACS# > jBt»iWJB6# 
&J&fr(TritonX insoluble fraction) {c^®bfe 0 7^f> 77 
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[0 0 5 3] 
BHE»«5] LAraaa 

LACSfCc-myc tag&tffl&U *S3i<<* * ~KU»ALfc. W^^-tbt, P 
cDNA3. 1 (Invitrogen)^t^pEGFP.(CLONTECH) £MV^ 0 ffrfcLfclS^* 4? - &C0 
S-liHSiCFuGene6 (Roche Diagnostics) fcJSV^SHS^^AU — 
3E£i*fco 48l©|B!ft, c-mycfC^f-TS Western blotjC <fc *K LACStf) }fr £> 

JB§©5£^JC?To fec-mycc^^^^^jc J: »J *HJ®#&T*©c-myc]ft-£LACS* >/\ 0 #^ 
[0 0 5 4] 

T^M'feS, Angll, Phenylephrine, &tfEndotherin-l£JgV , vTj|fl ffiZM 

o 

Phenylephrineflf^ic j; yjfjut* SLACS^^, 10/tM Y27632(R0CKRB^ 
Mi Calbiochem)<Dmm®.-¥lZ£*)mffl-£nfro dtltt, LACS^^CD^JglCRho 
/ROCK^^M^bT^^^lt fc^^" 5 Rho&, T^^>7>f^^> 

#-tS®^*GTP^^>A^M(small G protein) 
[0 0 5 5] 

£>;ft£:#>A#S£lCO^TWestern blotfcj;*;, T?^>$ >A^M<DAy F( 



ffiSE4# 2003-3031662 




2 002-255442 



<Dftmm&~e<D* K^y >fc©««fc-st^6», lacs£# k^u 
3*tt\ lags* k^u >^j»if^bTv>*^riBffitt5)gstife 0 

[0 0 5 6] 

[^^M 8 ] g|| ic tt £ LACSffllEI 
RT-PCRfCJ;SLACS aRNAOl&^flHcj: y , »MlC*CDaatfB«>b*b&. 

[0 0 5 7] 
[*&I8<D8&^] 

* t5i ^ ^«f-fe^TT^^>i:^LTv>sri:^^K:j:y 

*V**Ktt, ;£>IE^ Aflffi, i&M 

[0 0 5 8] 

■ SEQUENCE LISTING 



<110> AnGes MG, Inc. 
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#2 0 0 2-2 5 5 4 4 2 ^ 

<120> Novel actin-related sytoskeletal protein LAGS 
<130> MED-A0206 

<140> 
<141> 

<160> 2 

<170> Patentln Ver. 2.1 

<210> 1 
<211> 3302 
<212> PRT 

<213> Rattus rattus 



<400> 1 

Met Ala Arg Tyr Gin Ala Ala Val Ser Arg Gly Asp Thr Arg Ser Phe 
1 5 10 15 

Ser Ala Asn Val Met Glu Glu Ser Asp Leu Ser Thr Val Pro Gly Gly 
20 25 30 

Leu Ala Lys Met Lys Arg Gin Phe Glu Lys Asp Glu Met Thr Ser Thr 

35 40 45 

Cys Asn Ala Phe Ser Glu Tyr Gin Tyr Gin His Glu Ser Arg Ser Glu 
50 55 60 
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Gin Glu Ala He His Asn Arg Gin Glu He Arg Arg Asn Glu Glu Glu 

65 70 75 80 

Val Ser Lys Gly His Arg Thr Asp Val Phe Lys Ala Glu Met Met Ser 
85 90 95 

His Leu Glu Lys His Thr Glu Glu Thr Asn Gin Ala Ser Gin Phe Arg 
100 105 110 

Gin Tyr Val Gin Glu Thr Val lie Asp Thr Pro Glu Asp Glu Glu He 
115 120 125 

Pro Lys Val Ser Thr Lys He Leu Lys Glu Gin Phe Glu Lys Thr Ala 
130 135 140 

Gin Glu Asn Phe Leu Tyr Ser Asp Lys Glu Thr Thr Thr Pro Ala Lys 
145 150 155 160 

Cys He Lys He Glu Asn Asp Ser Glu Glu Thr Leu Lys Pro Ser Ser 
165 170 175 

Ala Met Gly Thr Ser Ser Tyr Thr Ser Ala Arg Gin Ser Lys Glu Thr 
180 185 190 

Ser Thr Ser Ser Tyr Ser Asn His Ser Leu Thr Ser Thr He Leu Ala 
195 200 205 



Gin Glu Lys Gly Thr Pro Ser Gly Lys Met Glu Glu Phe Pro Pro Pro 
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ffiSEfl 2 003-3031662 



#200 2—255442 
215 220 

Pro Pro Asp Val Phe Gin Thr Pro Met Asp Val Thr Ala Phe Ser Gin 

225 230 235 240 

Ser Pro Glu Phe Pro Ser Pro Pro Arg Arg Leu Pro Met Pro Arg Asp 

245 250 255 

Val Tyr Ser Lys Gin Arg Asn Leu Tyr Glu Leu Asn Arg Leu Tyr Arg 

260 265 270 

His He His Pro Glu Leu Arg Lys Asn Leu Glu Lys Asp Tyr He Ser 
275 280 285 

Glu Val Ser Glu He Val Ser Ser His He Asn Ser Gly Asn Ser He 
290 295 300 




Ser Ala Gly Val Gin Gin Ala Arg Tyr Val Phe Glu Asn Thr Asn Asp 

305 310 315 320 

Ser Ser Gin Lys Asp Leu Ser Ser Glu Arg Glu Asn Leu Glu Trp Asp 

325 330 335 

Glu He Leu Lys Gly Glu Val Gin Ser He Arg Trp He Phe Glu Asn 
340 345 350 

Gin Pro Leu Asp Ser He Asn Gin Gly Phe Thr Asp Glu Ala Tyr Thr 

355 360 365 
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Ser Lys Gly He Ala Asp Gin Glu Leu He Ala Gly Gly Asp Val Lys 
370 375 380 

Tyr Thr Thr Trp Met Phe Glu Thr Gin Pro He Asp Ala Leu Gly Val 

385 390 395 400 

Pro Ser Ala Gly Thr Glu Glu Asn Thr Glu Lys He Pro Glu Leu Ala 
405 410 415 

Lys Gly Asp Val Cys Thr Ala Arg Trp Met Phe Glu Thr Arg Pro Leu 

420 425 430 

Asp Ser Met Asn Lys Met His Glu Trp Glu Asp Glu Thr Ala Ser Thr 
435 440 445 

Phe lie Lys Asp He Thr Gly Gly Asp Val Lys Thr Val Arg Tyr Met 
450 455 460 

Phe Glu Thr Gin Gin Leu Asp Gin Leu Gly Gin Leu His Ser Val Asp 
465 470 475 480 

Glu Met Asn Leu Leu Gin Leu Arg Ser Glu Leu Lys Glu He Lys Gly 
485 490 495 

Asn Val Lys Arg Ser He Lys Cys Phe Glu Thr Gin Pro Leu Tyr Val 
500 505 510 



He Arg Asp Gly Ser Gly Gin Met Leu Glu He Lys Thr Val Gin Arg 
515 520 525 
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Glu Asp He Glu Lys Gly Asp Val Arg Thr Ala Arg Trp Met Phe Glu 
530 535 540 

Thr Gin Pro Leu Asp Thr He Lys Gin Asp lie Thr Glu He Lys Val 

545 550 555 560 

Val Arg Gly He Ser Met Glu Glu Asn Val Lys Gly Glu Val Gly Arg 
565 570 575 



Ala Arg Trp Leu Phe Glu Thr Gin Pro Leu Glu Lys He Lys Glu Glu 

580 585 590 



Ser Gly Glu Ala Val Leu Lys Thr Glu Ala Val Val Gly He Asp Val 
595 600 605 

Ser Lys Lys Cys Trp Met Phe Glu Thr Gin Pro Leu Asp Thr Leu Lys 
610 615 620 

Gin Ser Pro Asp Thr Glu Ser Val Ser Pro Glu Glu Arg He Gly Gly 
625 630 635 640 

Asp Val Lys Thr Thr Lys His Leu Leu Glu Thr Leu Pro He Glu Ala 
645 650 655 

Leu Lys Asp Ser Pro Asp Val Gly Lys Leu Gin Lys He Thr Ala Ser 
660 665 670 



Glu Glu Glu Lys Gly Asp Val Lys His Gin Lys Trp Val Phe Glu Thr 

3 0 fflSEft 2003-3031662 
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675 



680 



685 



Gin Arg Leu Glu Asp He Arg Glu Asp Lys Lys Glu Tyr Thr Gin Thr 
690 695 700 

Val Lys Leu Glu Ala Val Asp Arg Gly His Val Lys Asn Glu Thr His 
705 710 715 720 

He Phe Glu Ser Asn Asn Leu He Lys Val Asp Ala Ser His Gin He 
725 730 735 

Glu Val Glu Gly Val Thr Arg Gly Thr Val Glu Leu Asn Lys Ser Leu 
740 745 750 

Phe Glu Thr Thr Pro Leu Tyr Ala He Gin Asp His Leu Gly Lys Tyr 
755 760 765 

His Gin Val Lys Thr Val Gin Gin Glu Glu lie Val Arg Gly Asp Val 
770 775 780 

Arg Ser Cys Arg Trp Leu Phe Glu Thr Arg Pro He Asp Gin Phe Asp 
785 790 795 800 

Glu Ser Leu His Lys Phe Gin lie He Arg Gly He Ser Ala Gin Glu 
805 810 815 



He Gin Ala Gly Asn Val Lys Ser Ala Arg Trp Leu Phe Glu Thr Gin 
820 825 830 
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Pro Leu Asp Ser He Lys Tyr Phe Ser Asn Val Glu Glu Thr Asp Ser 
835 840 845 

Lys Thr Glu Gin Ser Thr Asp He Val Lys Gly Asp Val Lys Thr Cys 
850 855 860 

Lys Trp Leu Phe Glu Thr Gin Pro Met Glu Ser Leu Tyr Glu Lys Ala 
865 870 875 880 

Ser Leu Met Thr Asn Ser Glu Asp He His Lys Gly Asp Val Arg Thr 
885 890 895 

Cys Met Trp Leu Phe Glu Thr Gin Pro Leu Asp Ala He Lys Asn Asp 
900 905 910 

Ser Glu Ala Thr Val Lys Leu Gin Thr Val Lys Gin Glu Glu He Gin 

915 920 925 

Gly Gly Asp Val Arg Thr Ala Cys Leu Leu Phe Glu Thr Glu Asn Leu 
930 935 940 

Asp Asn He Gin Gly Gly Glu Gly Lys Glu Thr Lys Pro Val Glu Met 
945 950 955 960 

Asp He Glu Ser Gly Asp Val Ser Gly Met Lys Tyr Lys Phe Glu Asn 
965 970 975 



Gin Ser Leu Asp Ser He Ser Cys Ser Ser Glu Asn Val Leu Asn Lys 
980 985 990 
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He Lys Thr Leu Lys He Glu Asp lie Gin Lys Gly Asn Val Leu Asn 
995 1000 1005 

Cys Arg Trp Leu Phe Glu Asn Gin Pro lie Asp Met lie Lys Glu Asn 
1010 1015 1020 

Gin Glu Gly Asp Gly Leu Val Lys Thr Val Thr Asp lie Gin Gly Gly 
1025 1030 1035 . 1040 

Asp Val Arg Lys Gly Cys Phe lie Phe Glu Thr Phe Ser Leu Asp Glu 
1045 1050 1055 

He Lys Asp Glu Ser Asp Val He Ser Thr Arg Gin Thr Asn Thr Glu 
1060 1065 1070 

Glu Val He Lys Gly Asp Val Lys Ser Tyr Lys Met Leu Phe Glu Thr 
1075 1080 1085 

Gin Pro Leu Tyr Ala lie Gin Asp Gin Glu Gly Phe Tyr His Glu Val 
1090 1095 1100 

Thr Thr Val Lys Lys Glu Glu Thr He His Gly Asp Val Arg Gly Thr 
1105 1110 1115 1120 

Arg Trp Leu Phe Glu Thr Lys Pro Leu Asp Ser lie Asn Ala Ser Glu 
1125 1130 1135 



Asp Val Tyr He He Lys Ser Val Thr Gin Glu Asp He Gin Lys Gly 
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1140 



1145 



1150 



Asp Val Ser Ser Val Arg Tyr Arg Phe Glu Thr Gin Pro Leu Asp Met 
11.55 1160 1165 

lie Ser Asp Lys Ser His Asn lie Met Pro Thr He Asp His He Gin 
1170. 1175 1180 

Gly Gly Asn Val Gin Met Asn Lys Gin Leu Phe Glu Ser Glu Gly Gly 
1185 H90 lig 5 120 o 

Asp Lys Lys Asn Tyr Val Arg Thr Val Ser He Asn Glu He Gin Lys 
1205 1210 1215 

Gly Asn Val Lys Thr Ser Thr Trp Leu Phe Glu Thr His Ser He Asp 
1220 1225 1230 

Glu Leu Gly Glu Val Ser Thr Tyr Glu Asn He Lys Thr Val Thr Gin 
1235 1240 1245 

Glu Asp Val Gin Lys Gly Asp Val Lys Gin Ala Val Trp Leu Phe Glu 
1250 1255 1260 

Asn Gin Thr Leu Asp Ser He Lys Glu Leu Asp Glu Ser Asp Thr Lys 
!265 1270 1275 1280 



He Thr Lys Glu Glu He Pro Pro Ser Asp Val Lys Thr Thr Thr Trp 
1285 1290 1295 
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Leu Phe Glu Thr Thr Pro lie His Glu Phe Asn Glu Thr Arg He Glu 
1300 1305 1310 

Lys Glu Glu He lie Gly Lys Ser lie Lys Glu Thr Leu Glu Asp Leu 
1315 1320 1325 

Tyr Ser Gin Arg Val Val Glu Ala Pro Gly He lie He Glu Ala Asp 
1330 1335 1340 

Glu Val Gly Asp Val Arg Met Ala Lys Tyr Lys Leu Met Asn Gin Arg 
1345 1350 1355 1360 

Thr Pro Glu He Gin Lys Glu Glu Val He Arg Ala Asp Leu Gly Asn 
1365 1370 1375 

He Met Met Asn Leu Leu Ser Gin Arg Asp Cys Thr Lys Lys Glu He 
1380 1385 1390 

Phe He Ser Glu Glu Glu Lys Gly Asn Val Asn Phe Thr Lys Thr Gin 
1395 1400 1405 

Leu Leu Asn Arg Ser Met Glu Phe His Ala Glu Lys Glu Glu He Val 
1410 1415 1420 

Arg Gly Asp Val Lys Gin Ala lie Gin Lys Leu Phe Ser Glu Glu Arg 
1425 1430 1435 1440 

Cys Ala Lys Arg Gly He Leu He Gin Glu Asp Glu Lys Gly Asp Val 
1445 1450 1455 



3 5 



ffiSE# 2003-3031662 




2002—255442 



Asn Met Thr lie Tyr Cys Leu Leu His Glu Asn Ala Gly Asp Lys Thr 
1460 1465 1470 

Lys Arg Glu Asp He Leu Gly Gly Asp Val Arg Arg Thr He His Asn 
1475 1480 1485 

Leu Leu Ser Ser Ala Ser Asn Asp Lys He Ser Glu Arg Thr Lys He 
1490 1495 1500 

Asp Ala Ser Glu Arg Gly Asn Val Gin Phe Phe Thr Thr Cys lie Glu 
I 505 1510 1515 1520 

Thr Gly Ala Leu Asp Tyr Leu Lys Gin Leu Gin Thr Gly Ser Asn Glu 
1525 1530 1535 

Thr Leu Thr Ala Arg Lys Gin Glu Gly Glu Glu Glu He He Gly Gly 
1540 1545 1550 

Asp Val Glu Gly Thr Lys Phe Leu Leu Lys Lys Arg Gin Ser Ser lie 
1555 1560 1565 

Glu Arg Thr Val Ser Glu Thr Asp He He Pro Gly Asp Val Arg Asn 
1570 1575 1580 

Thr Val Lys Val Phe Met Thr Glu Pro Gin Ser Ala Ser Phe Lys Thr 
1585 1590 1595 1600 



Ala Lys Glu Glu He Val Lys Gly Asp Leu Lys Ser Thr Leu Asn Ser 
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1610 



1615 



Leu Asn Gin Ala Met Asn Gin Lys Val Val Ala Lys Thr Glu Asp lie 
1620 1625 1630 

Met Lys Asp Asp Lys Ala Ala He Leu Lys Ser Leu Lys Glu Ser Gly 
1635 1640 1645 

Gly Arg Gin Lys Glu His Lys Gin Ser Ala Ser He Ser Ser Asp lie 
1650 1655 1660 

Gly Gin Ala He Glu Cys Leu Glu Lys Ala Thr Asn Thr Arg Thr Glu 
1665 1670 1675 1680 

He Leu Lys Lys Glu Leu He Leu Asp Asp Leu Lys Thr Ser Leu Arg 
1685 1690 1695 

Ser Leu Lys Glu Glu Gin Tyr Ser Phe Lys Glu Val Gly Lys Gin Gly 
1700 1705 1710 

Met Val Lys Asp Val Leu Gly Phe Ser Glu Arg Gin Glu Leu Gly He 
1715 1720 1725 

His Pro Ala Ala Val Gin Arg Glu Lys Lys Ser Leu Leu Gin Pro Val 
1730 1735 1740 



Pro Gly Pro Cys Glu Pro Ala He Arg Gin Gin Ala Gly Pro Gly Pro 
1745 1750 1755 1760 
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Leu Asp Glu Ala Thr Gin Lys Ser Cys His Arg Ser Leu Thr Glu Glu 
1765 1770 1775 

Arg Thr Glu Ala Asn Leu Pro Lys Ala Pro Lys Gly Thr Vai Lys lie 
.1780 1785 1790 

Val He Asp Arg Glu Gin Asn Asn Asp Ala Leu Glu Lys Ser Leu Arg 
1795 1800 1805 

Lys Met Ser Asn Ser Glu His Arg Ala Met Lys Asn Val Leu Asp Met 
1810 1815 1820 



Gly Asp Arg Arg Gly Val Trp Thr Glu Ser Lys Glu Cys Leu Cys Ser 
1825 1830 1835 1840 

Asp Asp His Met Ser Lys Tyr Val Ser Ala Ser Met Ser Arg Lys Lys 
1845 1850 1855 

Ser Leu Lys Thr Lys Glu Ser Glu Asn Val Arg Glu Ser Lys Asp Asp 
I860 1865 1870 

Val Ser Ser Thr Gin Ser Val Asp Lys Thr Phe Arg Lys Gin Gin Thr 
1875 1880 1885 

Gin Asn Cys Glu Leu Gly Lys Asp His Gin Lys Ser Gin Phe Gin Asp 
1890 1895 1900 

Ser Tyr Ala Lys Asn Gin Lys Asn Thr Gin Asn He Ser Met Ser Ala 
1905 1910 1915 1920 
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Glu Thr Gin Ser Tyr Arg Pro Asp Pro Thr Gin His Pro Val Ser Asn 
1925 1930 1935 

Pro Ala Gly Glu Thr Leu Glu Met Thr Arg Asp Phe Gin Lys Gin Ala 
1940 1945 ig 5 0 

Leu He Arg Gin Glu Lys Gin Asn Ser Asn Lys Asp Met Arg Lys Asn 
1955 I960 1965 

Asp Met Gly Leu Gin Pro Leu Pro Val Gly Lys Asp Ala His Ser Ala 
1970 1975 ig 8 0 

Pro Gly Val Thr Val Ser Gly Lys Asn His Lys Arg Thr Gin Ala Pro 
1985 1990 1995 2000 

Asp Lys Lys Gin Arg lie Asp Val Cys Leu Glu Ser Gin Asp Phe Leu 
2005 2010 . 2015 

Met Lys Thr Asn Thr Ser Lys Glu Leu Lys Met Ala Met Glu Arg Ser 
2020 2025 2030 

Phe Asn Pro Val Asn Leu Tyr Pro Asp Cys Gly Val Lys Glu Asn Glu 
2035 2040 2045 

Asp Ala Leu Pro Pro Pro Ser Pro Pro Pro Pro Pro Pro Ser Asn Ala 
2050 2055 2060 



Ser Ser Glu He Glu Phe Pro Leu Pro Pro Pro Pro Pro He Met Leu 
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2075 



2080 



Leu Pro Glu Lys Asn Glu Phe Pro Pro Ser Ser Pro Thr Glu Lys Ser 
2085 2090 2095 



Arg Ala Glu Leu Glu Ser Leu Pro Thr Leu Pro Leu Pro Pro Pro Pro 

2100 . 2.105 2110 



Gly Asp Glu Lys Ser Asp Gin Glu Cys Leu Pro Thr Ser Leu Pro Pro 
2115 2120 2125 

Pro Pro Pro Thr Ala Pro Ser Gin Pro Ala His Leu Leu Ser Ser Ser 
2130 2135 2140 

Val Leu Glu His His Ser Glu Ala Phe Leu Gin Gin Tyr Ser Arg Lys 
2145 2150 2155 2160 

Glu Thr Leu Asp Ser His Gin Leu His Ser Gin Ala Lys He Leu Thr 
2165 2170 2175 

Gly Lys Ser Pro Pro Pro Thr Leu Pro Lys Pro Lys Leu Pro Glu Arg 
2180 2185 2190 

He Lys Ala Lys Met Ser Gin Asp Ser Pro Ser Gly Glu Leu Glu Arg 
2195 2200 2205 

Ser Leu Ser Asp Val Glu He Lys Thr -Thr Leu Ser Lys Asp Gin Lys 
2210 2215 2220 
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Ser Ser Leu Val Ala Glu Ser Arg Glu His Thr Glu Ala Lys Gin Glu 
2225 2230 2235 2240 

Val Phe Arg Lys Ser Leu Giy Arg Lys Gin Leu Ser He Ser Ser Ala 
2245 2250 2255 

Asn Ser Leu Ser Gin Thr Val Pro Glu He Pro Ala Pro Lys Glu Lys 
2260 2265 2270 

i* 

Gin Thr Ala Pro Leu Val Lys Ser His Ser Phe Pro Ser Gly Ser Glu 
2275 2280 2285 

Gin Gin Ser Pro Lys Pro Tyr Met Arg Lys Phe Lys Thr Pro Leu Met 
2290 2295 2300 

lie Ala Glu Glu Lys Tyr Arg Gin Gin Arg Glu Glu Leu Glu Lys Gin 
2305 2310 2315 2320 

Arg Arg Glu Ser Ser Cys His Ser He He Lys Thr Glu Thr Gin His 
2325 2330 2335 

* 

Arg Ser Leu Ser Glu Lys Glu Lys Glu Thr Glu Leu Gin Lys Ala Ala 
2340 2345 2350 

Glu Ala Met Ser Thr Pro Arg Lys Asp Ser Asp Phe Thr Arg Ala Gin 
2355 2360 2365 



Pro Asn Leu Glu Pro Lys Ser Lys Ala Val lie Ala Ser Glu Cys Ser 
2370 2375 2380 
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Glu Ser Gin Leu Ser Thr Ala Ser Ala Leu Thr Val Ala Thr Glu Arg 

2385 2390 2395 2400 

Leu Gin His Val Leu Ala Ala Ser Asp Asp Lys Leu Thr Leu Arg Arg 

2405 2410 2415 

Glu Gly Thr Gin Asn Ser Ser Asp Thr Leu Gin Ser Lys Thr Ala Cys 

2420 2425 2430 



Glu He Asn Gin Ser His Lys Glu Cys Arg Thr Glu Gin Thr Phe Glu 
2435 2440 2445 



Gin His Val Glu Lys Leu Pro Phe Pro Gin Thr Lys Pro lie Ser Pro 
2450 2455 2460 

Ser Phe Lys Val Lys Thr He Arg Leu Pro Ala Leu Asp His Thr Leu 
2465 2470 2475 2480 

Thr Glu Thr Asp Leu Ser Ser Glu Arg Arg Val Lys Gin Ser Glu He 
2485 2490 2495 

Asp Val Gin Thr Ser Thr Lys Glu Met Asn Lys Glu lie Lys Lys Thr 
2500 2505 2510 

Glu Val Ser Thr Gin Gys Asp Asn Lys Gin Ser Val Ala Glu Lys Tyr 
2515 2520 2525 



Phe Gin Leu Pro Lys Thr Glu Lys Arg Val Thr Val Gin Met Pro Lys 
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2540 



Asp Tyr Ala Ala Lys Ser His Gin Ser Lys Leu Gin Thr Val Pro Lys 
2545 2550 2555 2560 



Lys His Gly Gly Leu Gly Glu Phe Asp Arg Gly Asn Val Leu Gly Arg 
2565 2570 2575 



Glu Gly Lys Asn Gin Asp Ser Ser Met Ser Ser Thr Lys Glu Ser Arg 
2580 2585 2590 

Val He Val Glu Arg Lys Gin Glu His Leu Gin Asp Gin Ser Val Pro 
2595 2600 2605 

Arg Leu Val Gin Gin Lys He He Gly Glu Ser Leu Asp Ser Arg Val 
2610 2615 2620 

Gin Asn Phe Gin Gin Thr Gin Thr Gin Thr Ser Arg He Glu His Lys 
2625 2630 2635 2640 

Glu Leu Ser Gin Pro Tyr Ser Glu Lys Lys Cys Leu Arg Asp Lys Asp 
2645 2650 2655 

Lys Gin Gin Lys Gin Val Ser Ser Asn Thr Asp Asp Ser Lys Gin Glu 
2660 2665 2670 

He Thr Gin Lys Gin Ser Ser Phe Ser Ser Val Arg Glu Ser Gin Gin 
2675 2680 2685 
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Asp Gly Glu Lys Cys Ala He Asn lie Leu Glu Phe Leu Arg Lys Arg 
2690 2695 2700 

Glu Glu Leu Gin Gin lie Leu Ser Arg Val Lys Gin Phe Glu Ala Asp 
2705 2710 2715 2720 

Ser Asn Lys Ser Gly Leu Lys Thr Phe Gin Thr Leu Leu Asn He Ala 
2725 2730 2735 

Pro Val Trp Leu He Ser Glu Glu Lys Arg Glu Tyr Gly Val Arg Val 
2740 2745 2750 

Ala Met Glu Asn Asn Leu Glu Lys Val Lys Glu Glu He He His He 
2755 2760 2765 

Lys Thr Gin Ala Glu Glu Met Leu Val His Cys Glu His Val He Arg 
2770 2775 2780 

Thr Ala Met Met Ala Ser Gin Thr Gly Lys Gin Lys Asp Lys Pro Thr 
2785 2790 2795 2800 

Asn Leu Asn Glu Met Pro Leu Lys Val Ser Asn Val Asn Leu Ser Ser 
2805 2810 2815 

His Lys Gly Thr Glu Gin Lys Glu Ser Lys He Val Glu Glu Lys Leu 
2820 2825 2830 

Ala Ser Arg Gin Val Ala Thr His Ser Glu Ala Ala Thr His Asn Pro 
2835 2840 2845 
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Ala Lys Thr Tyr Gin Glu Ala Lys Gly Asp Asp Ser Lys Met Ala Pro 
2850 2855 2860 

Pro Ser Leu Lys Thr Arg Pro Pro Ser Pro Thr Phe He Thr He Glu 
2865 2870 2875 2880 

Ser Thr Ala Arg Arg Ala Glu Thr Ser Thr Lys Ser Glu Leu Ser Gin 
2885 2890 2895 

Ser Pro Lys Asn Asn Ser Cys Val Glu Pro Leu Pro Arg Arg Pro Met 
2900 2905 2910 

Glu His Thr Ser Arg Leu Pro Arg Thr Ser Thr Ser Pro Ser Pro Pro 
2915 2920 2925 

Arg Ser Arg Ser Glu Gin Leu Val Arg Leu Lys Asp Thr Thr Ala Arg 
2930 2935 2940 

Leu Ala Lys Gly Thr He Pro Cys Ser Pro Gly Thr Pro Val Pro Val 
2945 2950 2955 2960 

Val Glu Lys Arg Ser Glu Val Val Met Ser Pro Ala Thr Leu Arg Arg 
2965 2970 2975 

Gin He Lys He Glu Ser Arg Gly Gly Asp Ser Pro Pro Thr He Thr 
2980 2985 2990 



He Pro Val Ser Val Asn His His Val Val Ser Gly Ser Phe Arg Glu 
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2995 



3000 



3005 



Ser Val Asp Ala Gin Glu Ala Val Lys Lys Thr Glu Lys Thr Glu Thr 
3010 3015 3020 

Tyr Val His Lys Asp Lys Lys Asn Ser Val Ser Ser Ala Met Pro Glu 
3025 3030 3035 3040 

Thr Glu Ser Tyr Asp Ala Val Glu He He Arg Lys Val Glu Gly Pro 
3045 3050 3055 

His Leu Ser Glu His Arg Glu Arg Phe Glu Ala Thr Asn Gin Thr Val 
3060 3065 3070 

Gin Met Ala Glu His Phe Leu Asn Gly His Glu Asn Glu Val Asn Arg 
3075 3080 3085 



Trp Phe Arg Glu Phe Glu Asn Gly Pro Val Phe Gly Ala Lys Thr Glu 
3090 3095 3100 



Arg Arg Ala Tyr Ala Asn Gly Glu He Asn His Asn Met Lys Gin Glu 
3105 3110 3115 3120 

Ser His Thr Phe Cys Lys Glu Glu Phe Gly Leu Glu Ser Ser Glu Thr 
3125 3130 3135 

Ala Asn Phe Thr Gly Phe Ser Tyr Arg His Pro Arg Glu His Arg Ala 
3140 3145 3150 



ffiSE# 2 0 0 3 



-3031662 




2 002-255442 



Lys Ala Pro Ala Thr Gin Pro Arg Val His Ser Glu Ala Arg Ala Leu 
3155 3160 3165 

Asn Glu His Phe Leu Ser Val Asp Ala Phe Asp Ser Gin He Val Glu 
317 0 3175 3180 

Ser Gin Val Ala Thr Ser Ser Ser Arg Ser Ser Glu Ala Gly Arg Ser 
3185 3190 3195 3200 

Gly Phe Asp Phe Lys His Ala Pro Pro Thr Tyr Glu Asp Val He Ala 
3205 3210 3215 

Gly His He Leu Asp lie Ala Asp Ser Pro Thr Asn Leu Arg Arg Asn 

3220 3225 3230 

Phe Gin Lys Thr Trp Gin Glu Ser Glu Arg Val Phe Lys Ser Val Gly 

3235 3240 3245 

Tyr Glu Thr Ser Asp Ala His Ala Thr Glu Met Ser Arg Ala Phe Gin 
3250 3255 3260 

Glu Glu Leu Ala Phe Leu Ser Glu Thr Val Gly Pro Arg Gin Gly Asn 

3265 3270 3275 3280 

Leu His Asn Leu Ser Lys Asp Gly Leu Ser Asn Gly Val Pro Arg Ser 
3285 3290 3295 



Arg Pro Ala Glu Phe Ser 
3300 
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<210> 2 
<211> 12178 
<212> DNA 

<213> Rattus rattus 
<400> 2 

agctggtctc cactctgctg gttgctttca ggggactggg aaatttgctg tatctcaaac 60 
agggaggaac cttccgagtg aagagttgca aatccataga gcatttctac ggagataggg 120 
tcaattctgg tacaaagaga ccttcaacct tactaagccg ggagacgtga gtactgctgg 180 
gactgaggac cagtcggatc tcctagaggc gctgtccctg aaggagagga tggctaggta 240 
ccaggcagct gtttcacggg gcgacacccg cagcttctcg gctaatgtca tggaagaatc 300 
agacttgtgc accgtgcctg gtggtttagc caagatgaag agacaatttg aaaaggatga 360 
aatgacttca acctgcaatg ccttctctga gtatcaatac caacatgaga gcagatctga 420 
gcaggaggca atccacaaca ggcaagaaat aagaaggaat gaagaagaag tttctaaagg 480 
acacagaact gatgtcttca aagctgaaat gatgtcacat cttgaaaagc acacggagga 540 
aacaaaccaa gcttcacagt ttcgtcaata tgttcaagaa acagtcattg atacaccaga 600 
agacgaagag attcctaagg tttccactaa gattttaaaa gagcaatttg aaaagactgc 660 
ccaggaaaac ttcctctact ctgataaaga aacaacaacc ccagccaagt gtataaagat 720 
tgaaaatgac agtgaagaaa ccttaaagcc atcatcggct atgggtacct cttcttatac 780 
ttcagccagg caaagcaagg aaacttcaac ctcaagttat agtaatcaca gtctgacttc 840 
aacaatcctg gcacaagaaa agggcactcc ttcaggaaag atggaagaat ttcctcctcc 900 
cccacctgat gtttttcaaa caccaatgga tgtgacagca ttttcccagt cccctgaatt 960 
ccccagccct cctagaagac tgccaatgcc cagagatgta tattccaagc aacgaaattt 1020 
gtatgaatta aaccgtttat ataggcatat ccatcctgag ttaagaaaaa acttagaaaa 1080 
agattatatc agtgaggttt ctgaaattgt ttctagtcac ataaactcag ggaactcgat 1140 
atcagcaggt gtacaacaag ctcggtatgt tttcgaaaat acgaatgaca gttctcagaa 1200 
agatttgagc tcagaaagag aaaacctgga gtgggatgaa attctgaaag gagaggtgca 1260 



4 8 



2003-3031662 




gtcaattcga tggatttttg agaatcagcc 
tgaagcgtac acttccaaag gcattgctga 
atatacgact tggatgtttg aaactcagcc 
cactgaagaa aacactgaga aaattcctga 
gtggatgttt gaaacaaggc ctttagactc 
aacggcatct acttttataa aggacataac 
gtttgaaact caacaactgg atcaacttgg 
attacaactc agatcagagc tcaaagaaat 
tttcgaaact caaccactgt atgtcattag 
aactgtgcag agagaagaca ttgaaaaggg 
aacgcagcct ttggacacaa taaaacaaga 
atccatggag gaaaatgtca aaggcgaggt 
accactggag aaaatcaaag aagagtcagg 
agggatagat gtgtctaaaa agtgttggat 
acaatctcct gatacagaga gtgtatcacc 
caccaaacat ctgttagaaa cactcccaat 
aaagcttcaa aaaatcactg cctctgagga 
ggtttttgaa actcaacgtt tagaagatat 
agtgaagcta gaagcagtgg acagagggca 
caataatcta attaaggttg atgcatcaca 
cactgtggag ttgaataaat ctctctttga 
tcttggaaaa taccaccaag taaagacagt 
aagaagctgt agatggcttt ttgaaacaag 
taaatttcag ataattagag gaatatctgc 
agctaggtgg ctgtttgaga cccaacctct 
agaaacagac agcaaaactg aacagagtac 
taaatggcta tttgaaaccc agccaatgga 
gaactcagaa gatattcaca aaggtgatgt 
gccacttgat gccataaaaa atgactctga 
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attagattct 


atcaaccaag 


gttttacaga 


1320 


ccaagaactc 


attgctgggg 


gtgacgtgaa 


1380 


aatagatgca 


ttgggagttc 


cttctgctgg 


1440 


gctagctaaa 


ggagatgttt 


gcacagcaag 


1500 


aatgaacaaa 


atgcatgaat 


gggaagatga 


1560 


tgggggagat 


gtcaagactg 


tgagatacat 


1620 


acagcttcac 


tcagtggatg 


aaatgaactt 


1680 


taaaggaaat 


gttaagagaa 


gcataaaatg 


1740 


agatggttca 


ggccaaatgc 


tagaaattaa 


1800 


agatgtaagg 


acagcacgct 


ggatgtttga 


1860 


catcacggaa 


attaaagttg 


ttcgaggaat 


1920 


gggtagagca 


aggtggttat 


ttgaaactca 


1980 


tgaggctgtc 


ctgaaaacag 


aagcagttgt 


2040 


gtttgaaacg 


cagccattag 


acactctaaa 


2100 


tgaagagagg 


ataggaggtg 


acgtaaaaac 


i 

2160 


agaggcctta 


aaagacagcc 


cagatgttgg 


2220 


agaaaagggc 


gatgttaagc 


accaaaaatg 


2280 


tagagaagat 


aagaaggaat 


atacccagac 


2340 


tgtgaagaac 


tatacacata 


tcttcgaatc 


2400 


tcaaattgag 


gtggaaggag 


tcacaagagg 


2460 


gacaacccca 


ctgtatgcca 


ttcaagacca 


2520 


ccagcaagaa 


gaaatagtaa 


ggggtgatgt 


2580 


gcccattgac 


caatttgacg 


aaagccttca 


2640 


tcaagaaata 


caggcaggga 


atgtgaaatc 


2700 


tgattcaatt 


aaatatttta 


gcaacgtgga 


2760 


tgatattgtt 


aagggggatg 


tcaaaacctg 


2820 


gtctctttat 


gaaaaagctt 


ccttgatgac 


2880 


tagaacttgt 


atgtggctat 


ttgaaactca 


2940 


agccacagta 


aaactgcaaa 


ctgtgaaaca 


3000 
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ggaggagata caaggtgggg atgtccggac 
ggacaacata cagggcggtg aagggaaaga 
tggggatgtc tctggcatga agtataagtt 
cagttcggag aatgttttga ataagatcaa 
caatgtttta aattgtaggt ggctatttga 
tcaagaaggt gatggattgg ttaagacagt 
gggatgcttc atttttgaga cgttttcttt 
cagcaccaga caaacaaata ccgaggaagt 
gctttttgaa acacaaccac tctatgcgat 
gacaacagtt aaaaaagaag aaactattca 
tgaaacaaaa ccgttagact caattaacgc 
cactcaggaa gacattcaga agggggatgt 
accactggat atgatttcag acaaatcaca 
aggaggcaat gtgcagatga ataaacaact 
ttatgtaaga acagtgagca tcaatgaaat 
gctctttgaa actcacagca tagatgagct 
gacagtcacc caggaagacg tgcagaaagg 
aaatcagaca ttggattcca ttaaggaact 
agaaattcct ccgtcagatg tcaagacaac 
cgaatttaat gaaactagaa tagaaaagga 
cttggaagac ctctactctc aaagagtggt 
tgaagttggg gatgtcagaa tggccaaata 
ccagaaggaa gaagttatca gagctgacct 
aagagactgc acaaaaaagg agatatttat 
tactaaaacc cagttattaa acagatcaat 
aagaggggat gtaaaacaag caatccaaaa 
aggcatatta attcaagaag atgaaaaggg 
tcatgagaat gctggcgaca agactaagcg 
cactattcat aacctgttgt cttccgcatc 
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agcatgtctt ctttttgaga cagaaaatct 3060 
aacgaagccc gtggagatgg atatagaatc 3120 
tgaaaatcag tccttagact ctataagttg 3180 
aaccctaaaa atcgaagaca ttcagaaagg 3240 
aaatcaacct atcgatatga taaaagaaaa 3300 
gacagacata cagggtggag atgtgagaaa 3360 
agatgagatt aaagatgcct ctgatgtcat 3420 
aataaaaggt gatgtaaaaa gctacaagat 3480 
tcaagaccaa gaagggtttt atcatgaagt 3540 
tggagatgta cgaggaacaa ggtggctctt 3600 
atcagaagat gtatacatta ttaaatctgt 3660 
gagttctgtc agataccgat ttgaaacaca 3720 
taatattatg cccactattg accatattca 3780 
attcgagtct gaaggtggtg acaagaagaa 3840 
acaaaagggc aatgttaaga cttctacttg 3900 
gggagaagtg tccacctatg aaaatatcaa 3960 
tgacgtgaag aaaatatcaa ggctttttga 4020 
tgatgaaagt gacaccaaaa taaccaaaga 4080 
aacgtggctc tttgaaacga cacctattca 4140 
agaaattatt ggtaaaagca ttaaagaaac 4200 
tgaagctccc ggaatcatca ttgaagctga 4260 
caagctcatg aaccaaagga ctcctgagat 4320 
tggaaacata atgatgaact tgctttccca 4380 
cagtgaagag gagaagggaa atgtcaattt 4440 
ggaattccat gctgaaaagg aagagatagt 4500 
gctgttctct gaggaaaggt gtgcaaagag 4560 
agatgttaac atgactatct attgtcttct 4620 
tgaagacata ctgggaggtg atgtgagaat 4680 
aaatgataaa atatctgaaa ggacaaaaat 4740 
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cgatgcatcg 


gagaggggaa 


atgttcagtt 


cttcacaaca 


tgcatagaaa 


ctggagcttt 


4800 


g^attacctc 


aagcaactcc 


aaacagggtc 


aaatgaaaca 


ctcacagcta 


gaaagcaaga 


4860 


aggggaggaa 


gaaataattg 


gtggtgatgt 


tgagggaaca 


aaattcttac 


taaagaaaag 


4920 


acagtcttct 


attgaacgca 


ctgttagtga 


aactgatatc 


atcccaggag 


atgtgcgtaa 


4980 


tacagttaaa 


gtcttcatga 


cggagcccca 


gagtgcatct 


tttaagacag 


cgaaagaaga 


5040 


gattgtaaaa 


ggtgatttga 


aatcaaccct 


gaattctctc 


aaccaggcca 


tgaatcagaa 


5100 


agtagtggct 


aaaacagaag 


atattatgaa 


agatgacaag 


gcagctatac 


tcaagtcact 


5160 


taaggagtca 


ggtggcagac 


agaaagaaca 


taaacaatct 


gctagcatct 


ctagtgatat 


5220 


tgggcaagct 


attgagtgcc 


ttgaaaaggc 


cacaaataca 


aggacagaaa 


tattgaaaaa 


5280 


ggagctgata 


ttagatgatc 


ttaaaacatc 


attaaggtct 


ttgaaagaag 


aacaatacag 


5340 


tttcaaagag 


gttggtaaac 


agggaatggt 


caaagatgta 


ctaggattct 


cagagagaca 


5400 


agaactaggg 


attcatccag 


cagctgtcca 


gagagagaaa 


aaaagccttc 


ttcaaccagt 


5460 


gccaggacca 


tgtgagccag 


caatcaggca 


gcaagcagga 


ccaggccctc 


ttgatgaagc 


5520 


tacacagaaa 


tcctgccatc 


ggtctttaac 


agaagaaaga 


actgaggcta 


atcttcccaa 


5580 


agcccctaag 


ggcactgtaa 


agattgtcat 


tgatcgagaa 


caaaacaacg 


atgctcttga 


5640 


gaaaagcctt 


aggaaaatgt 


ctaattcaga 


acatagagct 


atgaaaaatg 


ttttagacat 


5700 


gggtgacaga 


aggggtgtct 


ggacagagag 


caaagagtgt 


ctgtgtagtg 


acgaccatat 


5760 


gagcaaatac 


gtaagtgcaa 


gcatgtcaag 


gaagaaaagt 


ctaaagacca 


aggaatcaga 


5820 


gaatgtgaga 


gaatcgaagg 


acgatgtgag 


ctccacccag 


tctgtggata 


aaacatttag 


5880 


gaagcaacag 


actcaaaact 


gtgaactggg 


gaaggatcac 


cagaagtctc 


agttccagga 


5940 


ttcctatgcg 


aagaatcaga 


aaaataccca 


aaacattagt 


atgtcagcag 


aaacccaaag 


6000 


ttacagacca 


gaccctaccc 


aacatccagt 


cagcaatcca 


gctggagaaa 


cgcttgagat 


6060 


gacaagggac 


tttcagaagc 


aagccttgat 


aagacaggaa 


aagcagaatt 


ctaataaaga 


6120 


tatgaggaaa 


aatgacatgg 


gccttcaacc 


tctgcctgta 


gggaaggacg 


cacacagtgc 


6180 


accaggagtg 


acagtctctg 


ggaaaaacca 


caaaagaact 


caggcacctg 


acaagaaaca 


6240 


gagaattgat 


gtttgtctag 


aaagccagga 


ctttctaatg 


aagacaaata 


cttccaagga 


6300 


gttaaaaatg 


gcaatggaga 


ggtcctttaa 


tccagtcaac 


ctttaccctg 


actgtggtgt 


6360 


aaaagaaaat 


gaggacgccc 


ttcctcctcc 


atctccccct 


cctcctcctc 


cttccaatgc 


6420 


gtcatctgaa 


attgaatttc 


ctctccctcc 


tccaccacct 


ataatgctgt 


tgcctgaaaa 


6480 
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aaatgagttt cctccctcat cacccacaga gaagtcaagg gctgaacttg agagcctccc 6540 
aaccctgcct cttcctccac caccaggaga tgagaaatct gatcaggaat gtctaccaac 6600 
atccctacct cctccccctc ccacagctcc atcccaacca gcacatcttc tttcctcctc 6660 
tgttttagaa catcacagtg aagcattttt acaacagtat tcccgaaaag aaaccttgga 6720 
ctctcatcag cttcactcac aggctaaaat cctaacagga aaatcaccac ccccaacact 6780 
ccccaaaccc aaacttcccg agagaatcaa agctaagatg agccaggatt caccaagcgg 6840 
tgaattggaa agatctctgt cagatgtgga aattaaaact accctctcaa aggatcagaa 6900 
aagttcgctg gtggcagaaa gccgtgagca cacagaggcc aagcaagaag tattccgaaa 6960 
aagccttgga agaaaacagc tgtcaattag ctctgcaaac tccctctctc agacagttcc 7020 
agaaatccca gcacccaagg aaaaacagac agcacccctt gttaaatctc actcattccc 7080 
atcaggttca gaacaacaaa gtcctaagcc ttacatgaga aaatttaaga cacccttaat 7140 
gattgcggaa gaaaaataca gacagcaaag ggaagagctt gagaaacaga gacgggagag 7200 
ttcttgccat agcatcatca aaacagaaac ccagcaccgc agcttatcag agaaagagaa 7260 
agaaacagag ttacaaaaag cagctgaggc aatgtccact cccagaaagg attcagactt 7320 
cactagggca cagcccaacc tggaacctaa aagcaaggct gtgatcgcca gtgaatgctc 7380 
tgaaagccag ctctctacag cttccgcatt gacagtcgct accgagaggc tccagcatgt 7440 
tctagccgct tcagacgata agcttaccct gcgacgggaa ggcacacaga actcaagtga 7500 
caccctacaa tcgaaaacag cttgtgagat taaccagagt cacaaggaat gtaggacaga 7560 
gcaaacattt gagcaacacg tggagaagtt gcccttcccc caaaccaaac ccatttcccc 7620 
gagtttcaaa gtgaaaacta tcaggcttcc agctctagat catacgctga ctgaaacaga 7680 
tctcagttct gaacgccgcg taaagcaatc cgaaattgac gttcaaacca gtactaaaga 7740 
aatgaataag gaaattaaga aaaccgaagt gagcacacag tgtgataata agcaatctgt 7800 
ggctgaaaaa tattttcaat tacctaaaac agagaaacgg gtgacggtac aaatgcccaa 7860 
agactatgca gcgaaaagtc atcaaagcaa actccaaaca gttcccaaga agcatggagg 7920 
attgggggag tttgacagag ggaatgtcct ggggagggaa ggaaaaaatc aggactcctc 7980 
catgagcagt acaaaagaaa gcagggtaat agttgaaaga aagcaagaac atctacagga 8040 
ccagagcgta ccaaggttag tccaacaaaa gattatcggt gaaagcctgg actcacgggt 8100 
tcagaatttt cagcagacac aaacacaaac ttctaggatt gagcataaag aactgtccca 8160 
accttacagt gagaaaaaat gtcttagaga caaggacaaa caacaaaaac aggtctcctc 8220 
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taacactgac 


gattcaaagc 


aagagataac 


acaaaaacaa 


tcttcatttt 


cctctgtgag 


8280 


agaatcccag 


caggatggag 


aaaaatgtgc 


cataaatata 


ttggaattct 


tgagaaaacg 


8340 


tgaagaacta 


cagcagattt 


tgtctagggt 


aaaacagttt 


gaagcagatt 


caaataaaag 


8400 


tggccttaaa 


acatttcaga 


cactgttaaa 


tattgctccg 


gtgtggctga 


taagtgagga 


8460 


gaaaagagaa 


tatggagttc 


gtgttgccat 


ggagaataat 


ttagaaaaag 


tcaaagaaga 


8520 


aataatacat 


attaaaactc 


aagcggagga 


gatgatcgtt 


cactgtgaac 


acgtaattcg 


8580 


aacagccatg 


atggcttccc 


aaacaggaaa 


gcagaaagat 


aaacctacca 


atcttaatga 


8640 


aatgccactg 


aaagtgtcta 


atgttaatct 


cagctctcat 


aaaggcactg 


aacagaaaga 


8700 


aagtaaaatt 


gtagaagaaa 


aattagcatc 


ccgccaagta 


gcaacccatt 


ctgaggcagc 


8760 


aactcataat 


cctgctaaaa 


catatcagga 


ggctaagggg 


gacgatagta 


agatggctcc 


8820 


tccctctttg 


aaaactcgcc 


caccatcacc 


aactttcatc 


accatcgaat 


ccactgcccg 


8880 


ccgagcagaa 


acatccacta 


agagtgagct 


ttctcagtcc 


cctaaaaata 


acagttgtgt 


8940 


tgaacctcta 


cccagaagac 


ccatggagca 


tacatctagg 


cttcccagaa 


caagtacatc 


9000 


accttcccca 


ccaaggagtc 


gttcagaaca 


acttgtcaga 


ctcaaagaca 


ccacggccag 


9060 


gttagccaaa 


ggcactatcc 


cttgttcacc 


aggaaccccg 


gttccagttg 


tcgagaagag 


9120 


atctgaagtt 


gtcatgtctc 


cagccacact 


ccgcaggcaa 


atcaagatag 


aaagccgtgg 


9180 


cggggactcc 


ccacccacca 


tcacaatacc 


tgtgagtgta 


aaccaccatg 


tcgtcagtgg 


9240 


ttccttcaga 


gaatcagtag 


acgctcaaga 


ggcagtgaag 


aaaacagaaa 


aaacagagac 


9300 


gtacgttcat 


aaagacaaaa 


agaattctgt 


cagtagcgca 


atgccagaga 


ctgaaagcta 


9360 


tgacgcagtt 


gaaatcatcc 


gcaaggtgga 


agggccccac 


ctatcagaac 


acagggagag 


9420 


atttgaagcc 


accaatcaaa 


ctgttcaaat 


ggctgaacat 


tttctgaatg 


gccacgaaaa 


9480 


tgaagtaaac 


agatggttta 


gggaatttga 


gaatggccca 


gttttcggag 


caaagacaga 


9540 


gagaagagct 


tatgcaaatg 


gcgaaataaa 


ccacaacatg 


aaacaagaga 


gtcatacgtt 


9600 


ttgcaaggag 


gaatttggat 


tagaatcttc 


tgaaactgct 


aattttacag 


gcttttctta 


9660 


cagacatcct 


agagagcatc 


gagcaaaagc 


ccctgcaacg 


cagcccaggg 


ttcactctga 


9720 


agccagagct 


ctcaatgagc 


attttttgag 


cgtggatgcg 


ttcgacagtc 


agattgtaga 


9780 


gtcacaggta 


gcaacctcat 


catcacggag 


ctcagaggca 


ggcagatctg 


gatttgattt 


9840 


taagcatgcc 


ccaccgacct 


atgaagatgt 


catcgctggc 


cacatcctag 


atattgcaga 


9900 


ttcgcctaca 


aacctcagac 


ggaattttca 


aaagacatgg 


caggagagtg 


aaagagtttt 


9960 
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taagagcgtg 


ggatatgaaa 


cctcggatgc 


acatgcgaca 


gaaatgagca 


gggccttcca 


10020 


ggaggaattg 


gcctttttga 


gtgaaactgt 


tggtccaaga 


caaggaaatc 


tgcataattt 


10080 


gtcaaaagac 


ggtttatcca 


atggagtgcc 


tcgtagcaga 


ccagcagaat 


tttcataaat 


10140^ 


cttgcttcag 


atgccaccat 


tgcagcagta 


aactgagttt 


gggaaattac 


gcatcacttc 


10200 


acggacaaat 


atactgcaag 


cctcacttta 


aacaactttt 


caagtctaaa 


ggaaattatg 


10260 


atgaaggttt 


tggacacaag 


caacataaag 


accggtggaa 


ttgcaaaaac 


caaagcagct 


10320 


tagttgattc 


tattcccagc 


ggagagcccg 


atgctcggga 


aaaccctaca 


gcagatatcc 


10380 


tcttgcttgg 


ggatcttgct 


gtacatgcag 


acgcttgtaa 


cagcaagcgg 


caagacaatg 


10440 


gtttgagaaa 


atggggggag 


agggggaaat 


taaaaattgt 


ttggcctccc 


tgtcaggaga 


10500 


tgcctaagaa 


aaactctccc 


cctgaggaag 


aactcaaagt 


gaataaagct 


aaatggccac 


10560 


ctgagttgac 


catccctgtt 


ccctcagaat 


ttaaaaggga 


gtcactgacc 


gaacacgtga 


10620 


aaatgttgga 


gagtcagggg 


caagaacaag 


atcacctccc 


tgaattgcaa 


ccctgccaac 


10680 


gcatttgtca 


gaaagaggac 


attacaggca 


tcaaagaaat 


aaaagggtac 


gaagaaagaa 


10740 


atgatgagaa 


agaagcaaag 


ggaaaggcgc 


aggatacgct 


gaaagatgca 


gagggcttga 


10800 


ggagtaagag 


aaaaagtggg 


atggagctta 


acgaccataa 


tgcgcatgct 


cagagtgatg 


10860 


gaaaggaaaa 


gaatgctcgt 


gctaatgaac 


ctgacagtgc 


agacatttta 


caagttacaa 


10920 


acaccgatga 


tgacgatgag 


gtggggccag 


aaaatcatag 


ggagaacttc 


aataacaata 


10980 


acaataacaa 


ttctgtagct 


gtctcatcct 


tgaataatgg 


caggcagcag 


acatctattt 


11040 


cagaatatcc 


tcatgtacta 


cagacagcca 


gtgaagcaaa 


ctattacaca 


aatgaatacc 


11100 


aaattaaaaa 


gtttaacaat 


gcctctagaa 


tctcagagtt 


actgggtata 


tttgagtctc 


11160 


aaaagtcgtc 


ctccaagaat 


gtcctagcct 


tggctctgga 


gagcacggct 


gacagaggga 


11220 


ctgcaggcag 


tcccatgcag 


ctggcactgg 


agcccggctt 


ccagcagggc 


ttatcagtta 


11280 


aaggggaaag 


ccttgcagtc 


tctaacgaag 


taaacccctt 


acacattaaa 


ggaaaccatg 


11340 


aaaataacaa 


gaatgtacac 


cttttcttct 


ctaacactgt 


gaaaatcact 


tctttttcca 


11400 


agaaacataa 


catccttggg 


tgtgatttaa 


tagattctgt 


tgatcaactt 


aaaaatatgt 


11460 


catgcttgta 


tttaagagaa 


ctcgggaaaa 


atgtcaaatg 


ctggcatggt 


gaaactgcag 


11520 


gagcggctcg 


gcatggtgga 


aaaatgtgtt 


ttgatgctca 


gagccaagag 


agtgcggcta 


11580 


agcctgtgtt 


tcccagcatg 


cagtgccagg 


ctcaacatct 


gactgtggaa 


gagcagatta 


11640 


aacgggacag 


gtgctacagc 


gacagtgagg 


ctgactgaaa 


agtctttggc 


cacttgcagt 


11700 
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tcatgctcgg gcactgaggg agcctgttct 
tttgatgagt ttgtaaagat cacgtttcat 
gtatcgcact ccataatcct tttccaccat 
atgctgagat gaaacatggt gaccgtgttt 
tctgtatctt aaagtgggag agagtctgca 
tctctatatt ttctgatgaa ataaaatttt 
aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa 
aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa 
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cggagaagac ctcgggatca tcgctaacct 11760 
aatctcacca ttcacagcac attatttctt 11820 
tcacttgaga ctagtttgga tcttaatgaa 11880 
tcttctcaaa tggcgcatgg gctacggttt 11940 
ccgctggtgt tcatcgccac tcttatacct 12000 
gtcaactgag atgcaaaaaa aaaaaaaaaa 12060 
aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa 12120 
aaaaaaaaaa aaaaaaaaaa aaaaaaaa 12178 



mSE# 2003-3031662 




#2 002 — 2554 4 2 



^XSMHSttowftiic <fc y £ c> ACERB^m&tfy > ^tf-r- > $/ > i is 
yyy V^^yi/y^mtomm. > ^ u > y*»co \z&f& thx^fm 

[meg] * l 



miE# 2003-3031662 



4§2 002 — 255442 



m m a m m m 



(5 0 04 0 9 3 2 3) 
1 . 3EJ5$M 0 2 0 0 1^121 60 

ft m *Kflf*# tw^mjiwitbih*— 



1 



2003-3031662 



